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Formal IVI alj crs 

This paper is responsive to the Onloo Aolu>,} ih\.cd June 3, 2003, wliioli 1]k^ Skvowd 
Action on the merits of the application. 

Claims 31-78 arc under cxaminatioii, :mc\ slintf variously rcjcclc^l. 
No claims arc canceled, added, or anica.lci.! in ihh app]jc;Uioru 
Reconsideration and allowance ofHw ^^]'pIiesitioii is rcspcctfally rcqucslixl. 

Tiitcrvicw: 

The applicants wish to thank Examiners; Cliiistophor Yctcn :md Gary Ntckol Ibv n holplul 
telephone interview with Carol Francis and Michi-ol Scluff wiLli respect to ihh case and 
companion application USSN 09/875,349. Su^i^^c nitons made by the examiiiOis at Die inlci view 
arc incorporated into this Response. 

■ Applicants eratcfallyacknowle<li5cwiLS>dri^\valo(MhcpfevioiiJivtjeelion^ nirtdc 111^ 
35 use § 1121f2. Most of the arguments ])re.sv!ih <! iiilhis response parallel those presxnlcd in a 
simultaneous response being filed in the etimp;uituu application. 

jUj oction under 3 51JSC § m JJk 

Claims 3 1 -78 stand rejected under the car.blonicnl; requiremcnls of § 1 1 2 1j 1 , 'ilu: Oflicc 
Action indicates that the specification h wahWug for the makin^^ oflhc invcJitioiL J Iowe;\u*, it 
questions whether the Sipecificytion enables; t[;c um: oflljc clcumcd invention, on ilie as.setlion thot 
the use of a cancer cell expressing a reconibiriujit e>1okiac fuinxl on its SLirfaoe li;^s not hc^n 
taught. 

Applietints respectfully disagree, Fjc^f, i!u,: specification i>rovidcs an extorsive review of 
the use of cytokinc-sccrcting tumor cells as pjui o\''M Jmmujiogcnic coniposilioiK Kce, for 
example, page 8, linus 1-21 , 

Furthermore, (h<? application as filed conluins workiug e.\a?t7plc.^. In a\i;i-np)c animnls 
were vaccinatctl with the 'r9 glioblastoma tiimoir ccH line, triinsfeoicd to exine^;.^ cilhcr th^- 
secreted or membrane fonn of M-CSI^ Tlu^ uniinijl:. were /subsequently rcsisinnl (o cho!lcn;?,cs 

n 
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with (lie parental (unlransformcd) T9 cell line, ;.Uui>uUjh,Ie ut least in part to :\ vis^Oious 
T lymphocyte :inti-tumor immunity. 

Accompanying this response arc Iho follov/inj^ pubhcatiojis: 

• Tumor ct al., Hu. Gene Thcr. 9: 1 J / M i 30. 1 99S, This pi^blicotion rqH)^ is 
experiments done with MPCl 1 iVia Vmo in BA[>tVc mice, I-ig. 4 shows llic 
protective effect for animals ijniTiu>h/cd \Vah iiratliatcd MPCl 1 kdh, in eonilunation 
with a mouse fibroblast cell Ihie (31 3 cdl.-O licnetlcally altered to sccrute OM-C\SF, 

• Borrclloetal.,Hu. Gene Thcr, lO:li,)8:'M00l , 1999/rhLs puhlicalion 1o;idics (ho 
efficacy of a vaccine according In ii-^c cl uincd invcniion in BALl^'o mice l iciving 
reestablished tumors made with Lho A2nWT line. Animal?; Kub^^crnicntiy inuntuii/ed 
with irradiated A20WT cells in cornbin^ition with a coll Hnc eni^.iiuxvcd lo .Rccrcle 
GM-CSF (B781GM-CSF) showed bctl-r incidence ortumor-frco sui vival than 
animals immunized with irmditt ixd i unu>r cells alone (Fi^j. 6). 

• Luzuik ct ah, Blood 101:1645-] 65:r, 2003- Ihis public^dion rcpoits \lu\t a GM t:SF 
secreting cdl line in combinali<>n u'ilh ;id1oI(uious mamjn;n7 catcin(ima Uiinor cells 
was able to reduce metaslalic e^'ucrj . 

• Yci ct al., Gene Thcr, 9:1302-131 J , 200 >. lMiJ.Lire 7 sliows ihnt nn^^e juwini^ 
a reestablished tumor survived hcUcv ond h.jd a smaller rale of lun(i>r inowLh i f Uie 
GM-CSF cytokine was in the manh ai c-bottml form railicr than in the secreted fonn. 

Currently, the idea of using autologonr? ccll.s gtincMicaHy modified cx v/ivj lo produce 
secreted cytokine is the principle product (dIXa^vVOVvk-^to, n publicly traded coiopany wiih a 
market capitali;^ation of about $544 million. Aveoinpaiiying tins Resiwinso is m oxccrpt fioni the 
company's website (www.eclleertcsyy.com), sh^>v\ liv^ the :?incccsii of the Gvax* product in 
clinical trials for four different cancers. 
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All lhi$ cvidoncc produced since the lliiuj?, ofLhis ap[)Hc5Uian shows llwti \hc nso uf 
cytokitic-producing cells in a cancer vaccine is a pjonniring tcclinok>j^y. 
Withdrawal of this rejection is rcsp.x J i'uMy i oqucsted. 

Rcicction under 35 USC § 1 12 1| 2:. 

The claims stand newly icjccted mv.kr J 1 2 ^| 2 with respect to the indicMtion in Ihc 
cln ims thfit ihc cells arc ifiQctivGtcd, 

Definition arid exemplification of Vihi\\ \s imr^uit by inactivation is indictiScd in 
spccincation on page 20, lines 5-10. As is ovidait from the specification, all tliiti is rcquiicd lor h 
cell to be *4nactivated" is tliat the cell be rctidij c:*) ioonpablc of cell divisioji to fonn pro^v^ny. 
The cell may or may not have other capablHlicii, ;i;vlaiijij, as it meets the priinaiy icquiicnu.nt oT 
the definition. This accords with the standard n■c^^''Ji^g of the term to thoKu slall^id iu ihc iiK. 

Accordingly, the terra is definite, and tho cl'tims comply wilh Ihe requircnu nls of 
§ 1 12 ^1 2. Withdrawal of this rejection is r^^fpcxcHdly requested. 

Rejections under §1 OlfaVand § 103 (c); 
JadusetJiL 

Certain claims in the application ^Umd icji; (.^lcd under 35 USC § l02Ca) or aUcrn;iti\ cly 
under § 103(a) with respect to the article pnl>.1is!u:.d by Jadus ct aK, Blood 87:5232, 1 996. 

Applicants respectfully disagree, j\s ptt^viously explained, this rctCLcnco doo!^ not 
qualify as § 102(a) prior art. The scientists in the Jadus group and the inventors on this putcnl 
application collaborated at U.C. Irvine in ihc j^rq5;watioa of some of the rca^^ent > ujad. Tl ic 
present Onice Action indicates that the JadiK f)ij(>li j;aiiori is an invention *'by another", simply 
becairsc the authorship is different from thu invcnlorshij) in this patent apj)lico(iLni. Jiut this is not 
the annlysis required by the law. The question U %y/:o acnuiHy jnvcfitcd the relevant nspct, fs of 
what h disclosed in the cited reference. In rc Kui:% o87 F.2d 450, 215 USl'Q 14 (CCPA 1 !)S2). 
Applicant can rebut i\ prior art challenge urukr § 102(:0 by showing rc(creticc'>; disclosure- was 
derived from applicant's own work. MPR[* § 2WA\] . 

Secondly^ the article differs from ihc cWuwal invention on a sub^slantive b;i^is. The 
purpose of the article is to deterniine what cflcct th.^. presence of M-CSF on n tumor col! lus on 

10 
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the ability of the cells to be recognized by inacroph.:u>c?i- Tlicy Ibuiid that macioj-hajics killc<! 
hybridoma cells or T9 glioma cells directly (rjs.;Ui'o 7), by binding rvT-CSF Ilirous/Ji recoi>lur.s on 
the macrophage surface. J'his docs not con:;liUUa ;itltninislration of cylokiuc oxpi'c.siiiiiy cclLs to d 
subject. Instead, ihc cytokine expressing cells <\\v used as (argei cMs in a lissuu- culture 
experiment. Since the reaction consists of Tj;iAcri>p!i.i;-Tv^s: directly atlackiiig target cells, il does not 
eonstilutc an immunological response, 

Tho Office Acton states that Jadus id p-,v';e 5339, col. I, ''poinis llic applicaril in tl)0 
direction of the instant invention". (Office Action p:igo 6, top para^-^nipli) In fact, vvlmt the 
excerpt refers to sug^^csts that "injection of Ihc niM CSP retrovirus (Jmictly.. infoji ttuuoj^. . . U):iy 
induce the endogenous macrophages to kill iSk^^^-c i[Uectcd ttnnor ccll^ ard pcrhitps jcducc the 
lumor burden, [The macrophages may then] ;;ct as ii]>iigcn presenting cells nnd then «liiniilcit[e] 
systcinic immune responses," 

Jjulus thus iictually teaches against \vh:!i. i;> c:l:iijnc<l in this application > Ot^i lUieeiis the 
reader to an entirely different course of actioiK Spccificnlly, the reudcr i^; dirccU d to injcoL the 
tumor in vivo with an M-CSP retrovirus cxo.-csi ioii vector in order to i)i ovide for cxprL^fi^iun of 
M-CSF in the tumor cell — a form oigenc ih'jft^py. Souicono reading the Jadus rcfci'cncc would 
not undertake the step required according to the nii.'i'liod ol' claim 3 1 — that is, jidminislwing lo r. 
subject a composition comprising a cell cx]>K>:;un,^', n cytokine from a rccombiuiJiit 
polynucleotide. 

In view of the above, Jadus neither an^uMp;\tcs nor renders obvious the cliuiucd invciition, 
Appliciinls respectfully request that the rcjt>i:t]ons ba,sv.d on Jadus under § 102(a) and § 1 03(c) be 
withdrawn. 

Withtlrawal of this rejection is respiTtfidiy ji?qLie$lcd, 



I I 

PAGE 15/53 * RCVD AT 3/12/2004 9:09:26 PM [Eastern Standard Time] * SVR:USPTO€FXRF-1/0 * DNIS:8729306 * CSID:650 327 3231 * DURATION (mm-ss):23-10 



MAR-12-04 FR[ 07:23 PM BOZICEVIC 



FAX NO. 650 327 3231 



Ally Dkl. IHVtSf^OOl OlVi 
US?iN:09/875,H2i 

Conc lusion 

Applicants respectfully reciuest thti1 all oiilsUtnding rc^'cclions be rccon;dck'ic(1 aiui 
withdrawn. 

Applicant >su1:)mits that all of the ch^.isns kwv in oondilion tor i^llowiinco, which acliou is 
requested. If the Exaniincr finds that a tclcp)^<ht;; <.<:n1crcncc would cxpctllto Iht! |)rt),sccniUi>n of 
this appliCtUion, plcctse telephone the undciSii^iio*] iil die number provided. 

The Commissioner is hereby authori^xd to cliargo any undcrpaynical of ibcs nssocialcd 
with this communicalion, including any nticvissriry jct's lor oxlensions oflijno, (tr Ciicdit i\ny 
overpayment to Deposit Account No. 5()-0S' 15, onkr number IRVN-OOIDI V2. 

li c;.;pec1 fully suhmiltod, 

BOZICI'VIC, I'lliLD & l-R ANCLS LLI^ 




BOZICEVIC, FreLD & FRANCIS LLP 
200>1iddlciieUl Road, Suite 200 
Mcnlo Park, CA 94025 
Telephone: (650) 327''3400 
I-acsimilc: (650) 327-3231 



Knclosurcs: 1 urncr ct al., Hu. Gene Thcr. 9: ) 1 ?J - 11 30, 1 998. 

Borrello et al, Hu. Gene Thci, 1 0: 1 1 001 , 1999. 
Lu/nik ct al., Blood 101: 16 Ifv- 16:^2, 200.?;. 
Yei et aL, Gene Thcr. 9: 1 302^ 1311, lm2. 

I ;MXH:UMI'N1AIUVN (UC Ifvinc)\TOldiv2\Rcsi> lo oa (Of) m O.i) pta i:iV:^-ti)i\ yiVlA.^c 
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